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DETAILED ACTION 

Claims 3, 4, 7, 8, and 18 are pending and under examination. 

Applicant has amended the claims by limiting the patient population to those with 
coronary vasospasm and bronchial spasms which were not previously presented and necessitated 
a new ground of rejection. Accordingly, this Action is FINAL. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S. C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forih in section 102 of this title, if the 
differences between the subject matter sought to be patented and the prior art are such that the subject matter as a whole would have been 
obvious at the time the invention was made to a person having ordinary skill in the art to which said subject matter pertains. Patentability 
shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

Claims 3, 4, 7, 8 and 18 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
by Petzelt et al. (WO 00/53192) in view of Thomas (US 6,358,536) and Zapol et al. (US 
6,656,452) and Briend et al. (US 5670177) as evidenced by Ciller et al. (Abstract: Am J 
Neuroradiol 1990, 11(1), 177-82) and Del Ben et al. (Lancet, 2001, 358, page 1369) and 
O'Rourke et al. (Abstract: Am Rev Respir Dis 1992, 146(5 Pt 2), SI 1-4). 
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Applicant claims a method of treating a patient characterized in that a xenon spasmolytic 
is provided in a form of a combination medicament comprising xenon selected from the group 
consisting of gaseous xenon and a xenon containing gas mixture, and a further spasmolytic, 
administering the xenon to a patient in a subanesthetic amount wherein the xenon containing gas 
mixture administered to the patient contains no more than 60% by volume of xenon and when 
the xenon containing gas mixture is metered into the patient's respiratory gas the combined gas 
supplied to the patient contains from 5 to 60% by volume xenon, administering the ftirther 
spasmolytic orally or intravenously, and the combination medicament is administered to a patient 
as a medicament for a treatment of spasms, and selecting as a patient some one suffering from 
coronary vasospasms or bronchial spasms, and wherein the xenon is used with the intended 
purpose of acting as an effective coronary or bronchial spasmolytic. 

Determination of the scope and content of the prior art 

(MPEP 2141.01) 

Petzelt et al. disclose preparations and methods of use of xenon or xenon gas mixtures for 
treating neurointoxications (a chronic cerebral disorder such as Parkinson's disease; thus an 
impairment of cognitive performance) in a therapeutically useful concentration (Page 5, 
paragraph 1; page 11, paragraph 4 and claims 1, 7 and 16, for example). Petzelt et al. teach the 
use of the gas or gas mixtures where the neurointoxication is craniocerebral trauma (claims 1-3 
and 8). Petzelt et al. clearly point towards a method of treating apoplexy and reducing the 
damage occurring from apoplexy thus encompassing stroke (Claim 4 and page 7, first 
paragraph). Petzelt et al. clearly direct one to treat ischemia or craniocerebral tauma with the gas 
mixture over several hours to one day (page 8, second paragraph). The preparation can have a 
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ratio of xenon to oxygen of 80 to 20 percent by volume (Page 8, second paragraph and claims 15 
and 17). Administration is by simple inhalation (Page 12, line 1). Methods of mixing the gases 
are provided (Page 8, paragraphs 3 and 4). Methods of administration are also provided (Page 9, 
paragraphs 1 and 2). Petzelt et al. teach a method of producing an inhalable preparation by 
mixing xenon with another gas harmless for humans (Claim 18). 

Thomas teaches methods of alleviating or preventing vasoconstriction, coronary artery 
obstruction or vasospasm in a mammal via administration of a NO source (Abstract). The NO 
source can be nitroglycerine, arginine and a nitroprusside salt (claims 1-37). 

Zapol et al. teach use of a therapeutically effective amount of inhaled NO gas for treating 
ischemia reperfusion, stroke and trauma; for example (Abstract, column 2, lines 50-55 and claim 
1). Zapol et al. teach administering a therapeutically effective amount of a second compound that 
potentiates the therapeutic effect of gaseous nitric oxide (Claim 1). Nitric oxide is a known 
vasodilator (column 1, lines 22-40). 

Briend et al. teach methods of treating ischemia and embolism with intravascular 
administration of a gaseous mixture of an effective amount of nitric oxide and xenon (claims 1- 

12; and column 4, lines 3 1-34). 

Ciller et al. teach xenon as a cerebral vasodilator (abstract). 

Del Ben et al. teach that coronary vasospasm is induced by increased norepinephrine 
release (left column top). 

O'Rourke et al. teach that norepinephrine contracts smooth muscle for control of 
bronchial vascular tone (Abstract). Therefore, norepinephrine is known as a vasoconstrictor. 
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Ascertainment of the difference between tlie prior art and the claims 
(MPEP 2141.02) 

Petzelt et al. do not expressly teach a mettiod of treating spasms such as cerebral 
vasospasm in a patient with xenon and a spasmolytic wherein xenon is used with the intended 
purpose of acting as an effective spasmolytic. This deficiency in Petzelt et al. is cured by the 
teachings of Zapol et al., and Thomas and Briend et al. as evidenced by Giller et al., Del Ben et 
al, and O'Rourke et al. 

Finding of prima facie obviousness 

Rational and Motivation (MPEP 2142-2143) 

It would have been obvious to one of ordinary skill in the art at the time the claimed 
invention was made to use an NO source as defined by Zapol et al. or Thomas, in the method of 
Petzelt et al., for the treatment of coronary vasospasms or bronchial spasms wherein xenon is used 
with the intended purpose of acting as an effective spasmolytic and produce the instant invention. 

One of ordinary skill in the art would have been motivated to do this because Petzelt et al. 
teaches in claims 1-3: 
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:x„ v^ts of x&nm. »r xenos fas misftuses for trmtirt^ 

2. Itee: aecojrdijEi^ to claim i, cJiamcearia^cT ia that th§s 
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Noradrenalin is another name for norepinephrine and norepinephrine is taught in the art 
by O'Rourke et al. and Del Ben et al. to be responsible for bronchial and coronary 
contraction/vasoconstriction. Thus, the instantly claimed pathological states fall under the 
teachings of Petzelt et al. as having excess neurotransmitter present causing the conditions and 
the neurotransmitter is norepinephrine which is taught by Petzelt et al. as noradrenalin. 
Furthermore, Petzelt et al. suggests adding another harmless gas, and a therapeutic amount of 
NO from an NO source would be beneficial to the patient as taught by Zapol et al., Briend et al., 
and Thomas. With regard to the limitation of "wherein xenon is used with the intended purpose 
of acting as an effective spasmolytic", it is the Examiner's position that Petzelt et al. would have 
known that xenon was a vasodilator and hence "spasmolytic" because of the teachings of Giller 
et al. Since the methods of Petzelt et al. and Thomas and Zapol et al. are directed to the same 
purpose it would be obvious to combine xenon and NO especially in view of the fact that Petzelt 
et al. suggests other gases and Thomas and Zapol et al. teach using NO sources for treating the 
same conditions. One of ordinary skill in the art would have combined the two compositions, 
xenon and NO source, in the method of Petzelt et al. It is the Examiner's position that mixing of 
xenon and NO gases would read on simultaneous administration and that it is within the purview 
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of one of ordinary skill in the art to determine the best mode of administration on a patient by 
patient and condition dependent manner where separate or sequential administration might be 
most favorable for that case. 

A reference is good not only for what it teaches by direct anticipation but also for what 
one of ordinary skill in the art might reasonably infer from the teachings. (In re Opprecht 12 
USPQ 2d 1235, 1236 (Fed Cir. 1989); In re Bode 193 USPQ 12 (CCPA) 1976). 

In light of the forgoing discussion, the Examiner concludes that the subject matter 
defined by the instant claims would have been obvious within the meaning of 35 USC 103(a). 
From the teachings of the references, it is apparent that one of ordinary skill in the art would 
have had a reasonable expectation of success in producing the claimed invention. Therefore, the 
invention as a whole was prima facie obvious to one of ordinary skill in the art at the time the 
invention was made, as evidenced by the references, especially in the absence of evidence to the 
contrary. 

One of ordinary skill in the art would have recognized the obvious variation of the instant 
claims in the copending application because of the overlap in claimed subject matter as stated 
above. 

Response to arguments; 

Applicant asserts that: "Petzelt is completely silent about any advantageous effect of 

xenon when using it as a gas mixture in combination with further spasmolytic as an effective 
therapeutic agent for the treatment of bronchial spasms and coronary vasospasms." Respectfully, 
the Examiner cannot agree with this statement. Petzelt has broadly claimed conditions where an 
excess of neurotransmitter is present. In the case of spasms/constrictions, excess norepinephrine. 



Application/Control Number: 10/517,722 Page 8 

Art Unit: 1616 

a neurotransmitter, is responsible for the condition. Therefore, coronary vasospasm and bronchial 
spasms reasonably fall within the scope of the teachings of Petzelt. The next question is whether 
or not it is known to administer nitric oxide to treat spasms. The answer is yes as taught by the 
cited art above. Thomas, for example, broadly teaches treating vasoconstriction and vasospasm 
in a mammal which would include coronary vasospasm and bronchial spasms/constrictions. 
Respectfully, the combination of two medicaments taught for the same purpose is obvious to one 
of ordinary skill in the art in the absence of evidence to the contrary. 

Respectfully, Applicant's arguments are not persuasive in view of the new ground of 
rejection. 

Conclusion 

No claims are allowed. 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS fi-om the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event. 
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however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Ernst V. Arnold whose telephone number is 571-272-8509. The 
examiner can normally be reached on M-F (6:15 am-3:45 pm). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Johann Richter can be reached on 571-272-0646. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



/Ernst V Arnold/ 
Examiner, Art Unit 1616 



